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TI Mammalian islet neo genesis associated protein - isolated by stimulating 

mammalian pancreas by wrapping, in cellophane^ for treatment of diabetes, 

etc . 

AN 1996-402318 [40] WPIDS 

AB WO 9626215 A UPAB: 19961007 

A preparation of mammalian INGAP (islet neogenesis associated 

protein) protein, substantially free of other proteins, is new. Also 

claimed are: (1) an isolated DNA molecule (I) encoding the 

INGAP protein; (2) a vector comprising (I); (3) a host cell, pref. 

a cos7, African Green Monkey kidney cell, comprising the vector of (2); 

(4) a nucleotide probe comprising at least 20 contiguous nucleotides of a 

mammalian INGAP gene; (5) an antibody preparation which is 

immuno reactive with a mammalian INGAP protein; (6) a hybridoma 

which produces the antibodies of (5); (7) a transgenic mammal which 

comprises (I); and (8) an antisense construct of a mammalian INGAP 

gene comprising a promoter, a terminator, and a nucleotide 

sequence consisting of (I) between the promoter and the terminator 

and being inverted w.r.t the promoter, whereby expression from the 

promoter produces a complementary mRNA. 

USE - The INGAP protein may be administered to diabetic 
mammals, pref. where the mammal has (non-) insulin-dependent diabetes 
mellitus, to stimulate the growth of islet cells. The protein may also be 
used to enhance the life .span and enhance the number of islet cells grown 
in culture. The INGAP protein may be used to treat islet cells 
of mammals to avoid apoptosis, and for treating a mammal receiving a 
transplant of islet cells (all claimed) . The detection of mutations in 

the 
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of 



INGAP gene allows identification of mammals at risk of diabetes, 

as the mutation caiu^i a structural abnormality in a n^l NGAP 

protein or a regula^P^y defect leading to diminishec^jk obliterated 

expression of the INGAP gene (claimed) . The antisens^^onstruct 

of (8) may be used for treating nesidioblastosis (claimed) . A mammal with 

pancreatic endocrine failure may be treated by contacting a preparation 



pancreatic duct cells comprising B cell progenitors isolated from a 
mammal 

afflicted with pancreatic endocrine failure with iNGAP protein, 
and transplanting the treated pancreatic duct cells into the mammal 
(claimed) , The iNGAP protein may also be used in a claimed 
pharmaceutical composition for treating pancreatic insufficiency which 
stimulates pancreatic cells to grow and proliferate. 
Dwg. 0/4 

1996-402318 [40] WPIDS 
N1996-338940 
C1996-126485 

Mammalian islet neo genesis associated protein - 
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TI Identification of a novel Reg family gene, Reg III. delta,, and mapping of 
all three types of Reg family gene in a 75 kilobase mouse genomic region 

AB Regenerating gene (Reg) , first isolated from a regenerating islet cDNA 

library, encodes a secretory protein with a growth stimulating effect on 
pancreatic .beta, cells that ameliorates the diabetes of 90% 
depancreatized rats and non-obese diabetic mice. Reg and Reg- related 
genes have been revealed to constitute a multigene family, the Reg 

family, 

which consists of three subtypes (types I, II, III) based on the primary 
structures of the encoded proteins of the genes. We have isolated three 
types of mouse Reg family gene (Reg I, Reg II, Reg III, alpha,, Reg 
III. beta, and Reg III. gamma.). In the present study, by Southern blot 
anal, of a mouse bacterial artificial chromosome clone contg. the five 

Reg 

family genes in combination with PCR cloning of every interspace fragment 
between adjacent genes, the Reg family genes were mapped to a contiguous 
75 kb region of the mouse genome according to the following order: 5 '-Reg 
III, beta. -Reg III . alpha . -Reg II-Reg I-Reg III . gamma . -3 * . In the process 
of ordering the genes, we sequenced the 6.8 kb interspace fragment 
between 

Reg III, beta, and Reg III. alpha, and encountered a novel type III Reg 
gene, Reg III. delta.. This gene is divided into six exons spanning about 
3 kb, and encodes a 175 amino acid protein with 40-52% identity with the 
other five mouse Reg (regenerating gene product) proteins. Reg 
III. delta. 

was expressed predominantly in exocrine pancreas, but not in normal 
islets, hyperplastic islets, intestine or colon, whereas both Reg I and 
Reg II were expressed in hyperplastic islets and Reg III. alpha., Reg 
III. beta, and Reg III, gamma, were expressed strongly in the intestinal 
tract. Possible roles of Reg III. delta, and the widespread occurrence of 
the Reg III. delta, gene in mammalian genomes are discussed. 

ACCESSION NUMBER: 2000:233796 HCAPLUS 

DOCUMENT NUMBER: 133:172799 

TITLE: Identification of a novel Reg family gene, Reg 

III. delta., and mapping of all three types of Reg 
family gene in a 75 kilobase mouse genomic region 
Abe, M.; Nata, K.; Akiyama, T.; Shervani, N. J.; 
Kobayashi, S.; Tomioka-Kumagai, T.; Ito, S.; 



AUTHOR (S) : 
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CORPORATE SOURCE: 
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SOURCE : 

PUBLISHER : 
DOCUMENT TYPE: 
LANGUAGE : 
REFERENCE COUNT: 
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Tohoku University 



Japan 
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(2) Dusetti, N; J Biol Chem 1995, V270, P22417 
3) Frigerio, J; Biochemistry 1 , V32, P9236 

(4) Frigerio, J; Biochim Biophys Acta 1993, V1216, 
P329 HCAPLUS 

(5) Gross, D; Endocrinology 1998, V139, P2369 HCAPLUS 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Genes and products of REG gene family in diagnosis and treatment of 
chronic mucosal injury 

The invention provides gene markers for chronic mucosal injury and 
ulcerative colitis. Expression products of the REG gene family can be 
used to detect the presence of chronic mucosal injury in a body sample of 
a human. The expression products of a gene represented by EST Hs. 111244 
can be used to detect ulcerative colitis in a body sample of a human. 
Further, these markers can be used to differentiate humans with chronic 
mucosal injury from humans with common acute inflammatory colon disorder, 
common non-inflammatory benign colon disorder, and healthy colons. The 
degree of injury to the colon from chronic mucosal injury can be detd. 

the efficacy of therapy for chronic mucosal injury can be monitored. A 
method of screening compds. for anti-chronic mucosal injury and 
anti-ulcerative activity is also provided by these gene markers. 
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Washington University, USA 
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TI High level of recombinant expression of INGAP in Escherichia 
coli 

AB Removal of the nucleotide sequence encoding the 26-residue 
signal peptide from the INGAP coding sequence allows 
bacteria to express substantial amts. of INGAP activity. A new 
INGAP cDNA was generated by PCR which excluded the 5* UTR region 
(16 nucleotides 5* to the initiation codon) and the signal peptide (78 
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cells 



nucleotides) and 2 new restriction enzyme recognition sites created, 
enabling the inser^aon of the new construct into a ngw pQE-31 expression 
vector. The ligat^^construct is transformed into ^^lOF* competent 



of Escherichia coli, pos . clones identified and the DNA 

isolated, and the DNA transformed into a different competent E. 

coli strain, M15(pREP4), and expression of the protein induced by IPTG. 

His-tag allows isolation of the protein by Ni2+ agarose affinity purifn. 

The resulting INGAP protein is of the predicted mol. size of 

INGAF monomer, reacts with the antibody to INGAP in a 

Western anal., and shares with INGAP the ability to induce 

ductal cell proliferation. Previous attempts have provided only low 

yields of INGAP, possibly because the signal sequence 

of INGAP is toxic to bacteria. 
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Cloning and sequencing of the pancreatic islet neogenesis associated 
protein (INGAP) gene and its expression in islet neogenesis in 
hamsters 

Induction of islet neogenesis by cellophane wrapping (CW) reverses 
streptozotocin-induced (STZ) diabetes. Administration of Ilotropin, a 
protein ext, isolated from CW pancreata, causes recapitulation of normal 
islet ontogeny and reverses STZ diabetes, reducing mortality by 50%. We 
investigated the hypothesis that a novel gene encoding a constituent of 
Ilotropin was expressed in the hamster pancreas undergoing islet 
neogenesis. Islet neogenesis assocd. protein (INGAP) is a 
product of a novel gene expressed in regenerating hamster pancreas. 
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Northern blot anal, showed a strong single transcript of 850 bp at 1 and 



d after CW that di peared by the 6th day and was ^Bent from untreated 
control pancreata. INGAP gene is expressed in acinic cells, but 
not in islets. Western blot anal, demonstrated the presence of 
INGAP in Ilotropin but not in exts. from control pancreata. A 
synthetic pentadecapeptide, corresponding to a region unique to 
INGAP, stimulated a 2.4-fold increase in [ 3H] thymidine 

incorporation into hamster duct epithelium in primary culture and a rat 
pancreatic duct cell line but had no effect on a hamster insulinoma tumor 
cell line. A portion of human INGAP gene was cloned and appears 
to be highly homologous to the hamster gene. This data suggests that the 
INGAP gene is a novel pancreatic gene expressed during islet 
neogenesis whose protein product is a constituent of Ilotropin and is 
capable of initiating duct cell proliferation, a prerequisite for islet 
neogenesis . 

1997 : 314132 HCAPLUS 
127:76706 

Cloning and sequencing of the pancreatic islet 
neogenesis associated protein (INGAP) gene 
and its expression in islet neogenesis in hamsters 
Rafaeloff, Ronit; Pittenger, Gary L.; Barlow, Scott 
W.; Qin, Xiao F.; Yan, Bing; Rosenberg, Lawrence; 
Duguid, William P.; Vinik, Aaron 
The Diabetes Institues, Department of Internal 
Medicine, Eastern Virginia Medical School, Norfolk, 
VA, 23510, USA 

J. Clin. Invest. (1997), 99(9), 2100-2109 
CODEN: JCINAO; ISSN: 0021-9738 
Rockefeller University Press 
Journal 
English 
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ANSWER 6 OF 12 BIOSIS COPYRIGHT 2001 BIOSIS 

Molecular cloning and tissue-specific expression of a new member of the 
regenerating protein family, islet neogenesis-associated protein- related 
protein. 

Islet neogenesis-associated protein (INGAP) is a protein 

expressed during islet neogenesis. We have cloned a novel cDNA having a 

similar sequence to INGAP cDNA. The cDNA encodes 175 

amino acids designated INGAP- related protein (INGAPrP) . 

INGAP is expressed in cellophane-wrapped pancreas, but not in 

normal pancreas, whereas INGAPrP was abundantly expressed in normal 

pancreas . 

2000:60960 BIOSIS 
PREV200000060960 

Molecular cloning and tissue-specific expression of a new 
member of the regenerating protein family, islet 
neogenesis-associated protein-related protein. 
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Yoshimoto, Katsuhiko; Kuroda, Yasuhiro; Itakura, Mitsuo 
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ISSN: 0006-3002. 
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TI Gene markers for chronic mucosal injury 

AB The invention provides gene markers for chronic mucosal injury and 

ulcerative colitis. Expression products of the REG gene family can be 
used to detect the presence of chronic mucosal injury in a body sample 
of a human. The expression products of a gene represented by a 

Hs. 111244 

polynucleotide can be used to detect ulcerative colitis in a body 

sample 

of a human. Further, these markers can be used to differentiate humans 
with chronic mucosal injury from humans with common acute inflammatory 
colon disorder, common non-inflammatory benign colon disorder, and 
healthy colons. The degree of injury to the colon from chronic mucosal 
injury can be determined and the efficacy of therapy for chronic 

L 

injury can be monitored. A method of screening compounds for 
anti-chronic mucosal injury and anti-ulcerative activity is also 
provided by these gene markers. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



mucosal 



ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 



PATENT INFORMATION: 
APPLICATION INFO.: 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



2001 : 67396 USPATFULL 

Gene markers for chronic mucosal injury 



Dieckgraefe, Brian K., 
Washington University, 
(U.S. corporation) 



St, 
St, 



Louis, 
Louis, 



MO, 
MO, 



United States 
United States 



NUMBER 



KIND 



DATE 



US 6228585 Bl 
US 1998-146969 
Utility 
Granted 

Arthur, Lisa B. 
Banner & Witcoff LTD 
7 
1 

4 Drawing Figure (s); 2 
531 



20010508 
19980904 



(9) 



Drawing Page(s) 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L3 ANSWER 9 OF 12 USPATFULL 

TI Sequencing near infrared and infrared fluorescence labeled DNA 

for detecting using laser diodes and suitable labels therefor 

AB To sequence DNA automatically, DNA marked 

with far infrared, near infrared, or infrared fluorescent dyes are 
electrophoresed in a plurality of channels through a gel 

electrophoresis 
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slab or capillary tubes wherein the DNA samples are resolved 
in accordance wil^^the size of DNA fragments in tl^^gel 
electrophoresis ^^tb or capillary tubes into fluo^^cently marked 
DNA bands. The separated samples are scanned photoeiSctrically 

with a laser diode and a sensor, wherein the laser scans with scanning 
light at a wavelength within the absorbance spectrum of said 
f luorescently marked DNA samples and light is sensed at the 
emission wavelength of the marked DNA. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TITLE: Sequencing near infrared and infrared fluorescence 

labeled DNA for detecting using laser diodes 
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